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^3 (57) Abstract; It is intended to provide a method of judging an inflammatory disease such as myocardial infarction by identifying 
single nucleotide polymorphisms (SNPs) relating to myocardial infarction and using these SNPs. Namely, a method of judging an 
^ inflammatory disease which comprises detecting at least one gene polymorphism occurring in at least one gene selected from the 
^ group consisting of lymphotoxin- a (LT- a ) gene, I Kappa B-like (IKBL) gene and BAT1 gene; an oligonucleotide to be used in this 
I/} method; a kit for diagnosing an inflammatory disease which contains the oligonucleotide; and utilization thereof. Also, a method of 
treating an inflammatory disease and a method of screening a remedy for an inflammatory disease with the use of LT- a are provided. 

^(S7)mm: *$6E<&BWI*. '(>JK«£<hfiaiat4<7)fc£-iS»£S (SNPs) £HiJ5£L. C*tt>0>SNPs£*lj 
§ mLXit>ffi&m$l*C&t?Z&&&f&m : £mfcTZ>T-1b&o *§&mz&til£^ ij h*v>-tf (LT-Qf) it 
fsl ffi^, I Kappa B-like (I KBL) itfc^ RlfB A T 1 ififc^cfc U &Sf**l*'>fc < <t 1 l^C&itfc 
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J.L. , Nature Med. 3, 600-601, 1997;Braunwald, E. , N. Engl. J. Med. , 337, 
1360-1369, 1997)„ fi£oT, ^ttfe(D^^*5^§5t^S.^^^H^^[^|^-t- 

K£fcH& LT^Si i^^p^tbTVN^ (Risch, N. , et al. , Science, 273, 
1516-1517, 1996;Collins, F. S. , et al. , Science, 278, 1580-1581, 1997;Lander, 
E.S., et al., Science, 274, 536-539, 1996) 0 &m.tt&&B<D^mt&fr 
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m&m (snps) MMtt^^ttK:Rit«i^M«t« 
m<D^mte&m-^-#-ktez> 0 snpsu, *^K4fe0flr^*tcffiK]g«& 

t fMft 6 p 2 1 ±©|5l 1 3 0 k b Vl/*h*c^l/-a (LT 

-<*)> JttM0EH?—a (TNF — a) > LST1, 1C7, 7n^77^i 
H^~l (AIF-l : allograft inf lanunatory-f actor-1) N I kappa B-like 
protein ( I KB L) N V-ATPase G-subunit like protein (AT P 6G), B AT 1 N 
MI CB&U*p 5- l^#£bTl^ 0 LT-a (TNF-.J5 t VTh&btlZ) 

KSrJStt-J- 5 (Ross, R. , N. Engl. J. Med. , 340, 115-126, 1999) D ^ 

U WttrtJlltttWi-fSr^atftlfctfrv^satoas. R., N.Engl. J.Med., 340, 
115-126, 1999) c IKBLf±^KIMIteB«ltt*^fr (NHC) I» 
*5VNT6p2 1. 3fcfigbT^5 0 IKBLr±BJHlJ|&K:*5tt«icWiaie^O 

I KB77 $ y-^^^^WttBSBfart^feftS icJB^fi^cV^lJ--© 
2002-136291 fetf3Sfc 5o ±B©8 p 2 U©ftl 3 0 
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«W#feW:Ji|B©1IHIISr«Blt-t--<< fc MT-a, I KBL, MAT1 
tfi^rtOSNP s te^tl^fim 1,000 A<D^^^a#l^t*|-fiP^oVNT^ 

(case-control study) K: <fc 5 §8jlfi?#r£r?To fc^m, ^f,©SNPs ©§g^ 

"f-*fe*>,*38W^J:*L«r x y^h^r^^-a (LT-a)atfe^ I Kappa B 
-like (I KBL) jftGj^ XT^BATlJte^iD^S^feSfitbSi^JSK 

i-*t>-b,*»MfcJ;tt«r, y^h^rV^-a (LT-o)I^ I Kappa B 
-like (I KBL) 3H5^ S.t> , BATlit^J:'9^§^b51(mS^^< 

*3SWfcJ;*LWr*fc, T1E£> (l) (5) J;5*5»^fe3l«*LS^3te< 
S(u^o(t5G/A(D^I 
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(2) E?!j#^-2 {C^i-LT-ait^^O^r ^ h D ^1 O^SiHJIJ(D 9 0#g© 

( 3 ) BE?IJ## 3 msjrf L T- a atfiHF-©^* y ^ 3 cd&SIB?IJ<D 8 1 # g (Dm. 

(4) @H^J##4^i-I KBLat^^^D^E— ^-0^1B^J^5 7 2#g 

(5) MB^J#^-5^i-BAT lat^^^rn^— ^ — (D^XIB?!J<7)1 2 2 8# 

£ £ t^mmm-^ 3 jc^-r l t- a st^o^ y >- 3 cd^ie^u 

3&>fe (5) J;0fc5#a>&»*jh,5^:fe< £fc lo<o§p^^tf^-rs4>^< 

(4) IS?lJ#-*§-4^-r I KBLat^oyn^-^-o^@BJiJ(D5 7 2#g 

(5) iH?lJ#-^5^-rBAT iafs^-<Dy°n^-^-(D^S@a^J(Dl 2 2 8# 
*^PJid«ttL{«^, iB^J#^-l^e>5}^$tL^iB^Jfc*3^^, fulfil (1) 
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fab (5) <fc 5<t«#*»6>»tf*L«/|>*< £ & loo§p^Sr^tf^^i-5ii>^< 

(4) iH^lI#-^4^-ri KB Lmfc*<DZfv*;—?—(DmmmM<D5 7 2#@ 

(5) m^m-^5i l z^-rBATimm^(Dy p vi^-^-(Dmmmn(Di 2 2 8# 

*¥&w<Dm<Dmmiz£*i^ mmcD en ( 5 ) zytezmfrbmtttLZ 
'Pte<tt>-m<D-mM;&m*femirz>-t*^tt. lt-<* x ikbl, xii 
bat i (vmmytmcDftffijjfe&mmtstiz* 

*%£w<D£tbiz.m<DiMmiz£fr^ mm<D (d ( 5 ) 

fm§'>^< H-SO-tl^I^tfLT-a, IKBL.XfiBATlit^ 

LT-a, IKBL, IttB AT 1 ©^ttCfflm^^^, 

*»M©$feK:J8iJofl|i5fcJ;tbWr % iufE© (1) (5) iH^^I 

tftb*f>4< fct»-«©-iia6«[**trLT-a, I KBL, XttBATlJHS 
"f-Wr^^m^mAl^ LT a N IKBL, XttBAT l©l59gtt*|iSt 
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*&W<0&&V^nmz.&tltt* MIBLT-a, IKBL, XttBATlIfef 

*&w<D£ib\z.m(Dwm\z£titt, wm<D u) a»e> (5) *D*5#a»e>» 

«r*LS^*< iM#M&^tf:&^l^tt LT-a, IKBL, X 

tt6m<D£t>te%\<Dmmz.£tit£^m&m-%-2 ^-TLT-aans^o-r ^ h n 

■fr&W<D&h\Z.m<DmWte.&*l\-f.. V > -is- a (LT-a) (D^S^Xtt 

a (LT-a) SirC^^ffi § 0 

*3SW<z>$bH:SiJ©{|!l®lcJ;*LHr, y^b^^V-a (LT-a) <D&&JtfX 

0*L<tt % y^^b^v-V-a (LT-a) ©3^X«»te&&fffl^5«&ff «\ 

^it$py^h^>y-a (LT-a) £ = — K-*-5*^©»»«r#*rf- 
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*&&<D£t>KW}<09mK£fr&* !)V*fW-a (LT-a) £#l*f&^f€ 

/■x.tt&'i h*'(>'zmm-fz>fe&-?fo%o 0*b<«, mmfrf-te, vcam 

-1. ICAM-lXI4E-t^fyt?fc5, b#-f y|tTNFT*$)§, 

^w<^— #n-<fc;ftft\ y^^h^v-^-a (lt-o) o^imix^ttote 



igiii, LT-aat^jstesr^tf 1 3 o k b<D?y j*mmK.&ttzi&0pfi*Mi 

T : ^IsB^fettSD' (D^-^o D' ItLT-aO-fy b n VI |^©SNP^ 

©snp -C'^-r 0 

02 (A) ftLT-a <£>-•< yhn^l ( 2 5 2 A > G) / HI 2 (B) lilKBL 
<D7'v*e—tr—&® (-6 3T>A) ft<D S N P \ZL £ SflE^ffiO^iSttSr-ttL^ 
^i"o * 1 OG-2 5 2Ai 1 0 A-2 5 2Gi©^©jt|!S[t*3V^p<0. 0 

1 : * * - 6 3 AT WVi — 6 3 T T WVf^OifclfcKl&V^ P < 0 . 0 1 
(student' t test) c 

03ft, L T - a O^f y b n y 1 W5^31©^Hf ©^t^t, ^cPPft 

®4 (A) ft, HCASMCO^iUci^- (fi-fe^— h HCASMC& 

2 6 T— LT— a (J£&^— ) Xft2 6 N — L T— a (life/*— ) (5n g /m 1 ) 
^ffl^T4S#f|^itt^ibfct^OVCAM- KDtBStftfc mRNA ^^.*^r 
^fh^fl^-t 0 |H4 (B) ft, HCASMC^ftLfci^ (fife'*— h H 
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CASMClr2 6 T-LT-a (Kfi/H Xii2 6N-LT-« 
(5 n g/m 1 ) ^V>T4^Wto3SbT^ftlUfe»^OE--fel^^^>'eD*B^ 
^^raRNA^*^i-, ife£tt¥*SMSI±S.D. (n=3, H^O.01, **p<0. 05 M 26T) 

®5tt, t h5SlbJI!RjfoWrt&$Bfl& (HCAEC) t^lt5LT-a (26Asn) (26N) <© 
TNFilSttWS e 1 e c t i nEW (ftWW* mRNA IS^ft) 
T\ LT-a (26Thr) (26T) <Z>*^ i: Jfctfc LfcJfefc&jjrt-. ttJftttTOMfciS. D. 
( * p<0. 01 „ **p<0. 05 M 26T) £^"t"o 

0 6f± % I«^,*fflJ&$; (HL-60)tei*5^5LT-a (26Asn) (26N) ©TNFl^ 
Si4S.t5l CAMliiStt (ft#«JJ&inRNA3§m*) toV^T, LT-a (26Thr) 
(26T) <Dm&b&mVtzf&&&7jk-f 0 %ggz\*^1%m.±S. D. (*p<0.01*J-26T)£r 

[ i ] &Ste£J&0>¥U5£#ifc 

#}-«-itS#Sy (SNPs) ^tffltsriiaot, 3fc^4gS&tf>3&£©:# 

-hlEOWJ&flfc^ t Mfefefle 6 p 2 1 _h£>^ 1 3 0 k b <Z)^^#^i~ 

Sy^h^y-o (LT-a) 3t^F s I Kappa B-like (IK 

BL) atfK^F (E#I##7K XtfBAT latter (8B?»J#-^8) iD^5^6> 

*55WHl*SV^T ry^T^b^i/^-a (LT-a) itfeiK I Kappa B-like 
(I KBL) mm^r, RT*BATl&m¥£V!$Z>mfat>m&tlZ>'Pte< th 1 

^(DmB^^m-t^mm^m (-mm^m^^) zmm-tzi tit. a)mm 
mR^&m (*^«ij#Mi^-r^) *wmk\&'rz>z.b, RxFavmmm^ 
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a (LT-a) atte^^fBltlE^K I Kappa B-like ( I KB L) M^^tSM 

r&b at i3km*<Dnwmmfrbm&tiz>'ptz< t h— m^mmm^ 
&&t&mfc¥&m&¥trhti. ,t?>jwM<jfc:w\ tie© cd (5) £9 

(1) LT-aae^W+HMSB^Jt^^Sx BB?U#-5§-l ^"f-LT-aJI^O^ 
=3ry ^ 1 ©mSiE^JcD 1 0#P(D^iCt@tt^^S<DC/T(^#§y 

(2) LT-a5t^^Iffi@H^J^jott5. SB^JS-^- 2 fc^f LT-a itfc^-<ZM 
^ t> n ^ 1 omSlH^JO 9 Of l(DtS^i6<j*tS©T/CO#S 

(3) LT-aate-=jFO*B^iia^Jl!:*5»t5, K^J*-^3^i-LT-a3t^O^ 

(4) I KB Lit^^BMSB^J^tt^s ia^J#-^-4}C^i-I KBLjIMk^© 
:/p*e— ^— ©4M6EW©5 7 2SS©lIiuffii^fj:tS©A/T©#i 

(5) BAT 1 *fi^©*MieaiU: joltS, SMf5(^fBATlI^O 
/n*- * — ^Sia^JCD 1 2 2 8#B©:&gteftttl&ft&£toC/G05#SI 

rioGj tte. io#s©{ii(^5G^u tioaj 10 

S@©titfe5A^l, riOG/Aj 10#S©{£Ifcfc§GXIi 
A?r^i~o 

0 9 0#@^>^S«,LT-a3t^^^ : ^y^l © If |^f,ttT2 5 2#| 
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M<0 8 1 S I ©IStt x L T- a Ifef ©x^f y y 1 © 1 f | ©M^f, ti t 7 
SIHJIJ(D9 0 # | ©tSC^ft 5 G/ A#ftt % L T- a y h D y 1 2 5 2G 

/a t ^tcnmm^r 3 l t- am&=p<D^* y > 3 ©463ee^o sisi 

Oift3£^53tt5C/AO#Sltt,LT-a^^y^3 7 2 3 C/Ai^f§f 

*W#Prtlte*5V'»-CK^|#*4 I KB Lat^O^n^E— ^-co^SBB^iJ 

<D5 7 2#g(Di^S«, 6 3 4#@ (DitSSr 1#£ Ufc^fclTifofrlRlfclfa^o 
T63#g (-63#|) O&S^ffi^-t-So iE^IJ#-§-5(C^-rBATl 
jttfc^O^n^E— * — ^SiB^JOl 2 2 8#g(Di£Ste, 1 2 5 0f |©tS 
Ufc^#fcT^^lRl^lR]^o-C2 3#g (-2 3#g) ttB^f5 0 

&£1B?IJ<D 5 7 2#g(D^S&C:Jotf <5T/A(D#Mte, I KB L/p^^- 
-6 3 T/ Ai, *fcS?9St5^tBAT lit^O^n^E— Ot&SE 
?lJ<D 1 2 2 8 #B G/C©#Mtt* BATIT'p*-^ -2 

3G/Ci*St5»^ife5 0 

0!lx.tf> l m^-TJ: 5 E3&J##iK:^LT-aate^<0^#y>'l 

©iSiB^J©lO#|oiS^GffeSM (LT-ax^yyi l o G) , 
ia^J#-§-2^^i-LT-o:3t^ J ?^)>r V h o VI Oig^iH^J^9 0#S©4S[SdS 
At'fc^^ (LT-a^yfnyi 2 5 2 A) % gfl?Q#-j§- 3 fc^-f L T- a at 
^(D^c^y > 3 (D&&m&\<D 8 l#@^S^CTfc5f^ (LT-ax^y 
V3 7 2 3C) \ m&m-%r4\Z.7FlTl KBLt^OT'a^ * — O&^IB^J 
05 7 2#|©tS^AT^5M (1KB L/n^E- — ^ — - 6 3 A) „ SB^J 

st5i^tBAT im.fe^-<D-7u*— <Dm.&mm<Di 2 2 8&n<Dm&& 

G-efe^)^ (BATl^o^- -2 3G) « % MttMMbTVN 
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SOfil^AffcSf^ (LT-ax^yyi 10A) s @B^J#^- 2 ^^t-L 
a-f^ bnyi 2 5 2 G) , IB^J#-^3 Kl^T L T-aitfc^tD^ y >Z (Dm. 

mmm<D8 imn<Dm.m&Ax»hzm& clt- a^*y^3 723A) „ is 

^Ijff 4|^fl KBLlfe^/n^- <D|Mia?IJ<E> 5 7 2#g<D:&^2S 
TT*&3*§£- (IKBL^n^- -6 3T) „ E?IJ#-J§- 5 K^f B A T 1 
5t^<Z)yn^— * — £>i&^IS^Jtf>l 2 2 8#g<D^S^C-efe§^ (BAT 
l^n^— -2 3C) J2 N MttM^«LTV^^V^ x fe^V^^tf) 

^ ^ iaa?ij#-^ 2 ^^-r L T- a 5l^<D-r V h n 1 ^^IB^IJO 9 o # s CD^ 
^ (x^yyi® l#|Oti^f,ttT2 5 2#CQ*tt) Ol&^^O^ 
(1 0 G- 2 5 2A^tp1^ 10A-2 5 2G^rni^ 1 OA- 2 5 2 
A*-=E-^) (aotLT-a^PIfiS. fi£oT N MB^J## 1 i^T'L T- 
alAte^-CD^y > 1 (D^^iB^IJc^ 1 0 # S ©IS i: E9J#f 2 tg?t L T - a 
3tGrF-©>f ybo>l ©*£SgB3BJtf> 9 0 # @ OfS©E^fc-fr#, 1 0 G - 2 
5 2A^TOg^ 10A-2 5 2G^7P^ 10A-2 5 2A^i^ 

M^^IB^Jfe^J^^-rj; 5 fc, 10A-252 G"efcS#^f*^0->-^ 

s^*5ttsc/A<o#sir± % x^yy3tf©2 6Sg<DaKy« (Acca» 
Uac) t5ctfciot^i't=y^b7^A'7^o7^;M%^ 
fce>i% W%.&&W.MMffliz.7Flr£ 5 2 6f @©3Kv^7^7^y^ = 

li 
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- (2 6N) fi % ^I/^-^^^n-Ki-^)^ (2 6T) X^O^Mi^ 

LT-a©M»<, h^»jJ|R^^m (HCASMC) fc*5<^T 

«^«H-7--e$>SjfiLWI«^*^-l (VCAM-l) ^E-i-I^^£ 

«9 l©^iM(VN TR^RFLP) St;/X}a©iS^ t l^-fr Tfr 5 ^ 

V^S^) cDNA, XttmRNA|:imitt)T*#5 0 _b|E^^ 
SBA& LCR&U SDA^ LAMP^trott)±^ 0 
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^v-3>^J;«9fT5^t^-c^^ o Xn-Xtt, ^II^CT, gftfrfeKftt 

o~5 oms^ia^j, xtt-etbfe wffi«E^jjc^>r xy *v x-rs rt©tt s 

9 =** * U*-^ Ktt, ^o-^iUT«HSU#*|R9, IP*,, B ft 

U^V«TT/n^ X y *V X1~£ K D , *©1B?(I^*5Vnt 1 X(iW^±Ofi 
ft, WC* £Vn 0 £fc N Xn~X{a* N RCA (rolling circle 

ampl if icat ion) fefc: £ 5 if |.s fcft v * ;fc,5 — T'n^^Kny^^D^) 
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^mwizm^z^^v y^^—>3^m^ *t±m.fc^m*wf%(Dfc 

xMJy^xyf^ft^5 0 rrT\ ^MJy^xyh^frj £: LTH 

J£ (Sambrook et al. , 1989) fclEgSO^Mg^tf £>*L5 0 JMfcftfclte, fliJ&H 
6XSSC (1XS S C(D|&^ :0. 1 5 M N a C 1 N 0. 01 5M?^^%&1- 
hVVJ*, pH7. 0), 0. 5%SDS, SXfy/wf^l OOmg/ml 

®e^M<D*£ffi^ $0PS^m»rJtS^^^ (RFLP : Restriction 
fragment length polymorphism) iZX t) fr 5 £ ^>T# <5 0 r. O^fe-C^ — ^ 
S^Mgpfi^ v ^frMDmte^-m & t 5 fr\Z. X o T $J PS^m £ <Q ijomr $ 5 ^ 

Maxam-Gi lbert $z%$<D <&£q (D^m^X 9 ff 5 ^ t £ 0 

SNP ^fcS^p^T^ h-f-^ DNA > 7*^ ? * ^ hKM^TftffiW} 

m^w^^-^-^-v dtt5' (D7 7y7-m%t&m%^ snp ^mi-sfc 
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>-^-^-^-y 7* P— T'tt I4&g25 7 y^-T^^jt (invasive 
structure) £r3#0 0 ^ICOgB^fc: Cleavase (Archaeoglobus fulgidus d> tl 
fey^^/'xy^^l^T-if) i&SflMBU SNP gp-fitDv-^/v^n-^cDia 
^i^-y^b^mS^^ (SNP ftL) ©^ictei/^h/l^a-r/OS' 
7!) ^^^^jpiff^tLSo %}Wr£thtc5' 7V y^tt FRET Probe (Fluorescence 
resonance energy transfer probe) IC^n^i' y ^-Y X-f-& 0 FRET "fx* — ^JiKYi. 
m^fe-fe^i:^^^^^ — (Quencher) 3*ifflgLT*3 3£t£#WJ £fr<5 5' 
7 y y^DNA^fS-fri-* ZLblZXV Cleavase t£ J; otSMI^M^If^, 

ate^SOtfettlW:*^:, *tt4gE^m5!t«C»SS (DGGE : denaturing 
gradient gel electrophoresis) % — ^^^-^ — 3 l/&MM$f(S S C P : 

single strand conformation polymorphism) N ^3i]fi; < S J f-#^^JP C R (allele- 
specificPCR) , ASO (allele-specific oligonucleotide) teX^s^ 7 V 
sf—tf—y a 5 y^MtiL<Dik¥fo$)&r (C CM : chemical cleavage of 

mismatches) „ HE T (heteroduplex method) P E X (primer extension) fe x 
RCA (rolling circle amplification) fe^ grffiV^ 5 r. £ -5 0 

[ 2 ] &0tegE&&»rfll 

[3] LT-a, IKBL, XftBAT KDH^f^t^ 

*»MRiJ;*L«!*fc % StflBO (1) (5) J:9*5^e>3S«tt5^*< 
£ fc — ®£>— JH#S^fflt5^ tfcJio-C, LT-a, I KB L N XliBAT 
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0! i x. fi, ia?ij#-s§- 1 m^-t- LT-a ate^f - ©x^-yyi oi&ssa^u ©ios@© 

At?,BB^J##- 2 (^fLT- a stfc-T-tfM yfpyi <D&3kWffl<D 9 0 # 
g£>:%£ (xdf y y l o i f I X.T 2 5 2 #©11) dSG-0&5# 

(x^yyi©if @©ilHtx.T2 5 2S©IS) iSAtfcS 
(10G-2 5 2A^/D^^/) N 1B^IJ#^-1 fc^tLT-aJtfif-Oxdf- 

^ h n ^ 1 (D^SSB^J^ 9 0#1<D^S (x^yyioitKDtl^^t^LT 
2 5 2#©M) ^AtfeSi^ (10A-2 5 2A^P^>f/) fit, L T- 

[4] LT-a, IKBL, XttBAT 1 
*»MfcJ:*L«r*fe, MIHO (1) ^6, (5) J:9fc5afr&>feStf;h,5^&< 

tfe— ffiS^MSr^tfLT-a, I KB L % XJi B AT 1 atfs^-^ 

KBL, XiiB AT 1 ©ig?^ttS:itt5 r i 5, 
&&W(Dl&iZ^mMfo£h,t£ s fulBLT-a. IKBL, XfiBATllfe^ 

IS*:** U y fiH4«raflj£-r 5 £ £ «£ o Tttate^O^^^WTS. 
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[5] L T- a s I KB L, XttB AT 1 ©lE?fittlltftf O^^ !) 

*»Wfc:*5VvCH\ tulB(D (l) (5) «fc 9t£Z>mfrhmftinZ'J>ti:< k 
t>— «0>— ati££S!&«£t?LT-a. I KBL, XfiB AT 1 5t^iffJt^r»^ 
iAL, LT-Bs IKBL, XttBATl©te^^Srfi*-^5ftlllteK<D# 
&T-0#»U&3:«F*U tl^OM^Mt 5 i i: t j; o T L T- a , I KB 

UVNffi#fcJ:*LWr, BUlSLT-a, IKBL, XteB AT 1 
±131 OA- 2 5 2G^7°n^^7°) -Sr^l-Sigte^TSfelC # — atte^ 

±|B©^^y-=^^jSfeHiJ;D#fetb5LT-a, I KBL, XttBATlOg 
TOttia**JCt>*fc*»WOttHrt-e&5o :©ip^LT-o s IKBL.X 
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[6] LT-o^wafo^^ v—-^yj?m 
*»Wte*5^Tf4*fc % huIso (i) a>e> (5) * t>&sa$tf» 3 

< k-b-mcD-MM&m&^&m&TmKbLT-a, I KB L N XteBATl 

©^Srtfeffii-Siim.toT, LT-a, I KBL, XttBAT 1 ©*££fW#PH 

T-a, IKBL, XliB AT 1 ©g?WBf(DWfi$|l5l!lgi:©ig 
^O&ttJte, tf/lsis? hm (Ift*»»iSV7 Hdtf : electrophoretic 
mobility shift assay, EMSA) X DNase I 7y b7°!Jy hfe^fc^oTfr 5 
#525, ^>7h^0tLV\ ^77 bfefii, *f**SC (*££f&MSPH 

■7-) ^fs-a-rs ^ , ^F-^>r xas*# < ^ 5 m^*»ic43Jt« dna (Dmb&tm 

tt£ 0 b 7 '7t^7 7 — t? DNA 0>(£u££tJ1,<5 £ N H^O^Ufc DNA 

[7] ^^tt^mo^^r^^^^mco^^ 

WrtJfiLW¥*MB*IM§l*5 <£ ^B7 7 — v^C&V^T L T - <* ^ l~<^fltflSgft < % 

(26Thr)^lt-<Tlkl :2 PmMJiS^bO^*^-^ (VCAM-1, E-selectin) ©flfi* 
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fgdSafiV^r. £>*LTl^£ (Ozaki k. et al. Nature Genetics 32, 650-654, 

2002)o^^-e«^T^JS^l6-c^i-iit)xt h^fliMiLtfrt&*M& (hcaec) 

*50:^JfiL^»» (HL-60)fc*5*tSLT-aSBS(*: (26Asn) <D^ h^^^ff 
^ttXtJ^«f^fl^tttCOV>r, 26Thr (Dm&bl£1&V1t. @ 
5 £tf 6 Lfc <fc 5 JC, LT-a (Asn26) liLT-a (Thr26) ldJ:b^Tjfo.1? 
ft&SBfl&d* £> (O Tumor necrosis factor- a (TNF) N selectin-E mRNA £r 2 •fgj^ < % 
HL-60 *mi&a>e>f3TNF, ICAM-1 (intracellular cell adhesion molecule-1) mRNA 

&3feft<mmvit 0 ^tih(D^mt, lt- b (2 6A Sn ) &fom&m*$<D&m 

a©flH4Sr*HSfl-r5fe«>©^©t Lttt, y^h^^-o (LT-a) 

y^h^ix^-a (LT-a) <D^Xkmtt&^H-54»&^J& 
y^b^v^-a (LT-a) <D&&3UiLf&k&$iffl't' ZQjft b UTtt, y^^ 

y h^^v-a^i-5^«,^{c«j;«9^-rSw 5 c «*.tf, 

LTutfLKi^i (^iix.^ -v^^, 7^h, ?-y-^\ t^v> N ?v^) %m 

15. 
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B!JW^|) i^^n— rf|Bij& (Mz-ft, ^V^Xfe, P3X63Ag8 N P 
(HAT) f»^t«otfit5:H^^5 0 #£>*Lfc/M^y K 

[83 ffcffi^Aoj&asg©** y-=^#as 

^ y-=^^-f-s^isfe^ii#t$tts 0 ±is^^ y-=y^©-^i Lttt, » 

t^ftf tSritt^^SX^ Mrtfe:*5it5y ^* b^v-^-a (LT-a) 

-cwu y^^h^v-^-a (LT-a) tmwmw:t *i*H»**«xs, y>-^h 
^^^-a©sffi^M^i-sxe % xt^^ic©*#^T©^#i:jttSEUT y ^ 
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tVXfc, VCAM-l, ICAM-lXttE-tl/^fytfc>), ^-f 

(i) *m 

(1) ^OJBEii, -f*^ Xte*$£>tttt^3 0^±,»i-5El^fl, (2) 'pt£< 

t h— <vmmjife-<Dm&Mmfcm^x o . i m v xvjzz^st— 

_L#k (3) mft<Dmwim(D2fe£<9 ^r^>-*~r— n^m^n 

5±# D rti^©i¥}aoT-L«stiif$iifcif i, 133 &*mk% t u 

fc 0 >kj&^<&#<D»t#<7)^ifr$S|gte 2 8 ~ 8 5 ^t?, Spi^fSpte 6 2. 5 ^ 

-efeofeo mo^E^aM^iiCTJgiiiUfc^#i,006^^^^ u 

fc„ *f^O^#0^f5IS« 5 8 8 ¥^fi^(* 3 8. 5 ^-trko 

® s n p g§ m&tJ^ y * t° ^ ? 

^/AHtti^Ofci6lC, }, (http://snp.ims.u-tokyo.ac.jp) 

±-e^iJ^T#^ SNP7- $^<— ^-SrJiv^ snp s <z>*^ y — -y/fmt 

(Iida, A., etal. , J. Hum. Genet. , 46, 668-683, 2001) ^t^oTfTo fc D LT 
-a, TNF a s LST1, 1C7, 7n^77f^»"l (allograft 
inflammatory-factor-1 (AIF-1) K I kappa B - like protein (IKBLK 
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V-ATPase G-subunit like protein(AT P 6 G) N BAT1, MI CB^p 5 — 

i &<st?m i30kb(D6 P 2i ±(Dmmmm m 1 ^ ±/<*&) &*?v — = 

V^LfCo^y— = f^Kl^fc&o T.GeneBank * ^ OIB^J Y14768 N 

AP000506 Rtf AC004184 *T± ^ V ^^t5 ^ t «fc oti 1 3 0 k b 
IB^IJ^j^bfc 0 PCR/y^fv^f^y, PCR^ DNAitH, DNA 
IB^IJ^SNP^OfcfeO^n h:n,W£lida, A., et al. , J. Hum. Genet. , 46, 
668-683, 2001 {ClE«fefc^ofc 0 13 0k b ^SC^tf <5 SNPslW l"<— ? 
-Tyt^XliPCRift©^!/^ k>-^x^iaot capillary 
sequencer (ABI3700, Applied Biosystems) SrfflV^TIJBHKOhnishi, Y. , et al. , 
J. Hum. Genet. , 46, 471-477, 2001; Iida, A., et al. , J. Hum. Genet. , 46, 668-683, 
2001) iCftoTftotCo 

(1) LT-a Wy^-fefcit)^^ 

-7*V— Yzf°7s( -v— : ACTCAGCCAAGGGTGCAGAG (MB?IJ#-§- 9 ) 
U ^-7=7 4 : CTTCCTCAGGGATTGAGACCTC (@E?IJ#-*§- 1 0) 

Exon 1 10G>A 

TCCAAAGCACGAAGCACGGGCAGCCCAAGGAGATGGGGCAGGAGAGCCTCACCTGCTGTG[CT]GGAGCCCC 

TGGGCCCGGACGCTCAGGTCCCTTTATAGAGGAAGCGGCAGTGGCAGCGTGG (E?IJ## 1 1 1 
2) 

Intron 1 90A>G 

AGAGAAACCCCAAGGTGAGCAGAGGGAGACAGAGAGAGACAGGAAGGGAACAGAGAGGAA[TC]CATGGCAG 

AAACAGAGAATGTGTGACAGAGACAATGAGACTGACAGATGGAGAGTCAGAG (E^!l#-§- 1 3 2&lTJ* 1 
4) 

Exon 3 81C>A 

TCACACCTTCAGCTGCCCAGACTGCCCGTCAGCACCCCAAGATGCATCTTGCCCACAGCA[CA]CCTCAAAC 
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CTGCTGCTCACCTCATTGGTAAACATCCACCTGACCTCCCAGACATGTCCCC (@S^J#-S§- 1 5 RXf 1 
6) 

(2) I KB L (*/~-?^>xmz& V 

-7*V—Y'7 = 7'<^—: TTTAAGGCTCAGGAGCCCAG (@E?(J#-S§- 1 7) 
V ^—^=7^ : TCCCTGTTGTTGTCCCACTG (iBJU#-§- 1 8 ) 
V— fr^xyvJ ^— : ATATCATGTACCCGGCAGAC (IH?IJ#-5§- 1 9) 

(3) BAT 1 (>fi"<— ^-SHCJ: 

:7*-!7 — K^°7-r^— : TGGTCTCACATCACTGTTACGC (@B?IJ#-^2 0) 
JJ^— ^y^^f^w. . TCTTCCCGCTCGGATTCAG (IB?IJ#-^2 1) 
-fu—? : 

AAGCTTACCTAAACAGGGAGAGCGCGTATGGCGGCAGCAACAGCGACGAAGGAGGGAAAT [GC] TGCCTTCA 
CTTCCGGTTGCAGGCTTCCCTCTACTCCAGCCTCCCGCCTTCTTGGCTGCAA 2 2 2 

3) 

<Dtct> <Dm&r&$)ftm. s^7°v*4 -?mgJBC& Hardy-Weinber g 
WLD^f (D' ) <Dnm*&m (Yamada, R. , et al. , Am. J. Hum. Genet, 68, 
674-485, 2001) Mt£o T*?o fc G 
(2) 

R— T ^-T>y-fe^fe (Ohnishi, Y. , etal., J. Hum. Genet. , 46, 471-477, 

2001) *m^x9 4&<D>bBm.mm.m*tf; z-fv^y^ ^©^^ttAA 

fflKUttttStbST Ufc 0 3§ 75, 000 (Omtt*^—* b Lfc S N P 

s ©.X* y — ^-fe^6 p 2 U©LT-a A-g^rttCfeS t>io 
OSNP Wyhoyi ; 2 5 2A>G) ©^«5«Std*f-i-5PVNg|jgi4Sr|SJfe 
fS^^T?**: (x 2 =9.4, p=0.0022 ; T WH^fS^^g^M 
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^(Dm 0 m^x^ux^ i, izz&<Dfowgmmmk 1,006 ©^it^y/^^ tr^ 

t^bfc^:, xMit^ 18.0 (p=0. 000022 ; Wl/fc^f§ 

•£tf>fdi) ^.t^^-^Xit^ 1.69 (95%=i>7 s</i> (CI) ; 

1. 32-2. 15, m 1 ) t ft 19 , ^©llttttfo ^M^^ftofCo ^ttbtDx-^^ 

LDvs/kV^fcfcW^ISNPv^^ 16 ^& <7>i>j£«S^ t 16 &<D 
t»f)©DNA©^l/^ h^^iyi/y^tc £oT#|^bfc 0 TNF- 
a N LT— /3 N I kappa B -like protein ( I KB L) N MBAT1 (il, 

fcMm-rz>ft^-%=i- K-t"^VN< o^Oteo^^r^-evN-S^j 130 =¥n 
^®6p 2 l-b^M5iS^§r^^y^-^^^bfc 0 ^«fc£gBTM87 -f@c> 

snp s srii^u ^^x 94%<D.t^mmmm t-^mmm^htD 94%<dm 
AB^b&fei-zfc-tfricm^T u/^mm&^-rz 2 6 snp s # 025%, w 

p 5- l&t^A I F- l©ofi< tdD' dropoff &#?3ilVNLD£> 
— o^n^^Lfc (Ell, T'<*A'). iotMSiftt 

Srt(u,toTitlb©26j|©SNP s ^^^\^t^ 0 ^tKh(D\^hAji£\± 

fommmmsm t (Dmm^mmm^ z ft a>o z.ti ^ <d 26 s n p s <d 
0 ^©4«{i^iit tnmt <Dmx^4 -r-r wnc*rt5 *^m&®i<D 
Mm&it&vtckz, >bffimmk<D^mm&*mi,tc mi) 0 ^^©snp 

steLT-a O^dry^ 1^(7)1 0G>AMxdryy3|^©7 2 3 OA (T 
h r 2 6 A s n), I KB L CD7°n^E— ^ — gg^p^o- 6 3 T>A. RUB AT 1 
(Dyv^r — f-mmP^KD- 2 3G>CT^ot 0 4oO^Tfif5^/^^^^2 
V^iSi^ bT*5 «9 \ -^CO^F^KD^CD/n^c ^ ^f^tL^tb© SNPW 

<0 t, frftttS i ©Hiitiifc:** bT J: D WVNttf^tt^fc*^ b fc o # s N P te 
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tt-TZr S ytDfrmm-t-Z Hardy-Weinberg TtttvAttt fc*tflR*W*fc 

xWaotwiu <*fca»ofc ( P >o. 01)0 r 

T\ LT-o, I KB LXVB AT 1 ©t^t^^ttflSMStt^f ^ Jfft 

#m £ # >t 5 i £ ^ -e t 0 



25 



WO 2004/015100 

mi : 



PC^^B003/010131 



urn? 

mils 

G 
w 

Q_ 

CO 

AJ 



i m ; 

1 1 



ca 

OO 



I 



o 



in 



r-l 
> 



vo 
o 



2: 



m 
en 



V 



cm 



in 



00 



CM 
i 

rH~£ 
CI 



cn 



o 
o 
o 
o 
o 



a: 

CM 



oH> <ftP <#> 

vo o> m 

■ • ■ 

o t-i 

n m h 

00 M vo 

ih ih 

«n in n 



©V «*p 

MA 00 

VO ^ 00 

cn r~i 

^ w w 

\o ^ n 

*-t O *H 

^ W M 



i 



CM 
CM 

O 

o 
o 
o 



o 

00 



g 

o 













cn 


cm 




o 






• 


CM 


vo 


CM 


i 




f 






m 


cn 




cN 


























cn 






cn 


a 




o 






o 




r-« 


o 


t, 


o 


o 


fcri 


o 


o 




o 


• 


« 


• 


o 




o 




> 





«*> *o oV» 

C\ M 00 

• • ■ 

VO H H 

n m H 

HVO » 

h h 

m in r-i 



iap <*» «*> 

in h ^ 

• ■ * 

vo in ©. 

cn ^1 r-J 

fO «H OV 

«-i r-l O 

in cm 



CM 



oV» o¥» ttf» 

N M in 

■ • • 

h H H 

in h 

vo vo 

t> H H 

tn in ri 



oY> e¥* ©Y> 

If) tN 00 

VO ^1 .00 

CO ^ tH 

^ vo m 

r-l O r-« 

^ in cs 



in 



oV> oV» 

CM VO CM 

• • ■ 

r* o cm 

m m in 

«cji o\ m 

N O CM 

cn m r-i 



oo 



O CM 



in vo oo 

n ^ H 

VO H VO 

O CM O 

^ m csi 



o 

■ 

VO CM 
* I 
r-l VO 
CM 



OV 

U CM 

O r-4 

+ o 

o 

a o 

• o 

> 

a 



6V 8 oV 

N h H 

• mm 

o cm 

n in h 

^ o cs 

h h w 

n w H 



«*P oV o\* 

cn vo 

vo in oo 

cn »-i 

ih m 

rH i-< O 

^ m n 



CD 

o 



c 
o 

X 

a) 









s 








vo 








CM 








EH 










& 






CM 








in 








CM 






cn 

CM 


■H * 




O 


o- 


G < 


S3 


u 




O 






cn 








a 


+» 






o 


cs 














a> 








8 








I 








Eh 


»4 






*^ 



EH 

cn 
vo 
I 



o 
a 

s 

a* 

I 



o 

A 
O 
cn 

CM 

i 



§ 



Eh 



26 



WO 2004/015100 PCT^^03/010131 

(1) Hifc27*fe 

LT- aO-307 268 £T\ I KB L(D-635 ^fe 15 MAT1© 
-1231 frb 30 *T?tC*j-^-rSDNA»fJt^, $V ADNAMi LTlVNTP 
C R (Ci; o TiftM L> pGL3-basic vector (Promega) l£ 5 ' — 3 ' jjfii\Z.# p — - 
^Lfc 0 Jurkut $Bj}& (RIKEN Cell Bank ^f>A^ ; RCB0806) 10%!7->J3k]l 
Ikm*mto bfc PRMI1640 ^i«^&^£i§:fc 0 LT-« iHH^M^ tfS 2o©S 
NP s, ^y>-ll*l<£>l 0G>ATOyfayirt©2 5 2 A>G^<7[>3g 

10G-252A, 10A-252 GRV 1 0 A- 2 5 2 A/^n ^^7°) 

_k|E Jurkut mm ( 2 X 10 6 ) MUOug ©_h|By°7 ^ 5 K#£g& b 2. 5ug <D pRL-TK 
^9 9* (V7lsX7aL9i/als^<ol£it><otoUMW) ^LipoTAXI hy^7 
3i flsa^Zm (Stratagene)^VNTh7^7^^ h Lfc„ 6 B#WfK 
PMA (20ng/ml) &tMyy5:^ (luM) (Sigma) ^J*« Lfc 0 24 ^ffi^. «^ 
3fe£\ /l^v-y^^—- if Stt£r Dual-Lucif erase Reporter Assay System (Promega) 

(2) M^M: 

@2A(^fJ: 1 OA- 2 5 2G^y s a^^^°^t P ^n-^{^(75 2 
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— PIt<'ij'«5«*^0**;IBjgttSr3^i-i kbl (-6 3T>a) (Dzfv 

^-*-mmztetfz> s n p »4E9moaft^^^K«> t>titt m 2 b) c i 

KB Lte IkB 7 7 ^ V —<D* "C, NF kappa B (NF- K B) /rel potein 

<Z>«fc 5 ftfc^H-^teiti-Slfl^^tf*)* (Albertella, M. R. , et al. , 
Hum. Mol. Genet. , 3, 793-799, 1994) 0 L T— a T'a^^-^^^SDN 
ABB^tiNF- icB, SP-1 XtfAP-l/c-fos/jun &^tfW©**H^te#i-«*&£*e 
f—y^tS t V^ 5 fe*J»rt-« (Messer, G. et al. , J. Exp. Med. , 173, 

209-219, 1991), I KBLttiilfcOftHfOlfitSrlCtLT-o <D*g^&f|!!j 



W 3 (LT - o ©-f y h c y 1 fc^tS**©^®*^) 

(1) mmxm 

Jurkat «^?>(0^ttttJ^^2 5 2 AXf* 2 5 2 GT W^Sr^tP^ 7 A|E^J 
=0* ^ 5 a^W^fcoAndrews, N. C. et 

al., Nucleic, Acid Res. , 11, 2499, 1991 fcIB*t bfc «£ 5 Jurkat 
PMb^ttm^)tr^4-^ixy^^(DIG)-ll-ddUTP fcT$SBKbfc 33bp <D^V =f 
^ * K£ DIG-gel shift kit (Roche) Sr/BV^T-f ^=*^-<— h bfc 0 Sfc£*flF 

9t(Dtz.m^ &mL(D*})=r^*u*^y (ioo ffiFiapj) £ dig-ABM- y =r * ^ 

0. 5XTris/* £®>/EDTA (TBE)««fifc(K 7 %tK !J7^!J^7^ K<^/kJh 

i/^T^A (Roche) £fflVNT$m#<Dm^t£oT*Tofc 0 

(2) im^m 

KliAT WK^iSt^/^ K£ 9 % ifttt Jurkat «{C#^-T§ 

io^oiH^^AT WWc*H"5 J:HG7 WH^ UT <£ V) &@ Lfc 
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14 (LT-a^y/^f^©T2 6NlI{a5gf^©if) 

(1) mwtj?m 

£3 ((Ross, R., N. Engl. J. Med. , 340, 115-126, 1999;Ware, C. F. , et al. , 
Curr.Top. Microbiol. Immunol. , 198, 175-218, 1995) 0 £ fi 

tfcoT, (2 6N-LT-att2 6T — LT— a) Ko^T^SH^R. 

CAEC) XUlt hfl^RWtftMft (HCASMC) SrftVNTft© J: $ fc b 

£1\ mmvtc±mmm^m^-mx.i^2 6N-LT- a M2 6 t-lt-« 

£ pET43 system (Novagen) £ft ^XMWk Vtc 0 HCAECMHCASMC 
(BioWhittaker, Inc. ) & 5ng/ml <D L T — a * >v?^r ® (2 6N-LT-aX{* 
26T-LT-a)f4 fttotm Ufc 0 £ RNA & h V (Life Technologies) 

^V^T^mU^„cDNA$r2Mg^RNA^t> dTlS^-f 5 y^CiotilU 
Superscript &$S^g£ffi (Life Technologies) & ft ^ T-frj* b 1t a mRNA * 
QuantiTect SYBR Green PCR kit (QIAGEN)&tf ABI Prism 7700 sequence detector 
(Applied Biocystems)£ftVNT^aLfc 0 #W*tt 3 @ffc 0 U = 

(2) m&mm 

*W^m*26N-LT-att28T-LT- B J:nHCASMC 
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K*8^T&L*Wmfa&mfrP-l (VCAM-1) XOtE-t^fynRNAIc 

0H3i&#"!l 5 ( L T- a * >v? ^ ICOibmRWttAM^^SbKffi) 

(1) Hib^jfe 

3%i!I£te*3i?7k/^* y -/i^T- 15 ^ftiu #MSJItt£/££*&*.5fc«>fc: 5%* 

^AS^tf^ny^^J&fcfTofc. 5 jag/ml © JiLT-aW (R&D 
%h) ^rfflVNT, 40^, "tfe^U 2 3fc#fc# (rabbit ENVISION Polymer 

Reagent; DAKO *±) ^P^L, ^t&T? 1 B#F£S/& ^l^^S^— if lf^^ 
V^T^-fe^, IMTt'L T- tt ^ ^7I©^^t/^iiLfc 0 *#^-f 

^hn^tLT, ty^IgG (DAK0*±) *rJB^-C|BH*fc:Jfe6 bfc, 

(2) HUfc^JH 

£%0S6 (LT-a^M (Asn26) In £ SjfiLWft^US, ifiL^Mte^©-^ 
(1) Hlfe^r& 

S»MlfiLW^^Iffl^ (Bio Whittaker ft) ttifiL*rt&||ljte*/B«:ltt (Bio 
Whittaker ft), HL-60 (RIKEN cell BANK) RPMI-1640 jgjfe (SIGMA ?±) 
m\^fH 0 LT-o^y/^f©m g«^mRNAO^©M 
f4fE$R (Ozaki k. et al. Nature Genetics 32, 650-654, 2002) ^t^oTfTo 
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(2) MB** 

t h^ftftJ»1fft&lMS (HCAEC) &> ZTfsk^M&m (HL-60) "CO L T~a 
(26Asn) h#-f > % SS*^F-f|J||flH4H:oV>"C^ LT-a (26Thr) ©f^ 

(Asn26) ttLT-a (Thr26) Jt^Tjfo-W ft &$BJ&/&>btf> Tumor necrosis 
factor- a (TNF) „ selectin-E mRNA 2 {gi^ < „ HL-60 mffefa h TNF\ ICAM-1 
(intracellular cell adhesion molecule-1) mRNA §r 3{§ii5< I^aifLfco ~;Jt£> 
LT-a (26Asn) a^J&«*^<02fc^4£A<03B^ itJgfcM-^ L 
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1. V l/*h*t-»-a (LT-a) 3^5^ I Kappa B-like (IKBL) 
3£fc^> MB AT im&¥ «t 5fift*»^6>3»«rtb*^7fc< £: t> 1 oGDjft^ic 

2. D h^iXV-a (LT-a) itte^ I Kappa B-like (IKBL) 
fe^P> MB AT 1 ^5i^t>1^.5^< lo^at^lC 

3. tib <D (D a»£> (5) j; «9 ^5p^e>»wrtb5^j&< £ t— a©— m. 

(1) @E?ll#-§-l m^-TLT-aate-T-o^^y com*ia^ij© l o#i©^ 

^L^ttSG/A©^ 

( 2 ) IB?IJ#-*§- 2 \Z.7&T LT-a itfc^©>f yfnyi <D^S@B^IJ© 90#l© 
i£K^*5tt£A/G©#3! 

(3) SB^I#-^3{C^fLT-a]ft^^CC»^^y V 3 ©4^@E?!|CD 8 1 
II^(t5C/A©#i 

(4) Ba^l##4^-f-I KBLifi^^n^-^- (OWSM^OS 7 2f| 
CO^S^*5tt5T/A(D#M 

(5) lajOSf 5}^tBAT 1 jtfe^-CD^n^— * — ©fiSfi?lJ©l 2 2 8# 
g ©Mt^tt 6 G/C £>#M 

4 . @E?U#-§- 1 fc^-T LT-a mtt<D=- *rV^\ ©^glB^IJ© 1 0 # g ©^ 
S^iB^J#-^2tc:^i-LT-ajft^©^ V h n ^ 1 OlfeSBa^JcO 9 0#gCDi& 
S<D|a^--a-^^ % G - A^ n %>7&\A- G^x n g^flc-Ofc 3 *\ 

5. @B^I##3^f LT-aat^^O^=3f-y V 3 ©^SBB^JCO 8 0#Bj&>&> 
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7. iB^-i-l^feS^^^'Sia^Jd^ott'Ss TIB© (1) (5) «fc 

(1) BE^J#-^l^i-LT-a5t^<D^=^y^l^SlB^J©l 0#g©£R 
( 2 ) K?U#-5§- 2 t'^fL T- a 3HS^£>-f ^hnyi (D^MH^J© 9 0 # g g& 

(4) IB^J#-^-4^-r I KB Ljt^(7>7°n^— <D^iB^IJc0 5 7 2f| 

(5) iB^J#^-5^i-BAT lit^cD^n^e— ^SiB^JcDl 2 2 8# 
S Of pfi 

8. @B^J#-§-l^b5^$tb5iB^J^*5Jt?>^ TIB© (1) (5) «£ 

(1) ME^IJ#-^1 (C^i-LT-ajt^O^^y ^1 CD^SIB^IJ© 1 0#g©g|3 

( 2 ) IB^IJ#-^ 2 T- a jt{sT-©-T ^ b n V 1 (D^IB^J© 90f SgU 
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ft 

(4) @H^J#-§-4l^-M KB Lat^O^n^e— ^-O^SiH^J<^5 7 2f g 

(5) Sa^J#-^5^i~B AT lit^T-O^n^— (D^SBB^J© 1 2 2 8# 

if ^ 8 fcis^o^- y =t* ? Ko 

1 1. 0kfc&m&&>bmmmT~h%m>£mi o^ian^^ k 

12. Tiao (1) ( 5 ) £ «9^5^b51«H6^^< 
^S^M^^ffl-rSCi^tf, L T— a % IKBL, X(iBATl©Mtl 

(1) m$m^ifc^i~LT-amfc^-<D=^3ry^ i (Dm.mmm<D 1 o#g^^ 

(2) m^m^2j,z.^iLT-amB^(o^^v^^i(D^mmm(09 o#@© 

i&S^ttSA/Gtf)^ 

(3) @B^IJ#-^3 KTFlr-LT-al&fc^cD^^y ^3<D^Sffi^JcD8 If @Ol 
S^*5lt<5 C/A<D#M 

(4) Ktf-T I KB Ljt^^^ci^-— 9— 0^XBB^IJ05 7 2#@ 
(O^S(^^{t^T/A©^M 

(5) ia?IJ#-^5^^-|-BAT lat^CQ^d^ — ^-(D^SIE^IJO 1 2 2 8# 

g <d m.m \c *5 »t 5 g / c <d # m 

13. tis(d (i) a>s> (5) v) t£z>mfabm\ttiZ)'p?£< t h— m<D— 

J&S^^ratfLT-o^ IKBL, XftBAT 1 te^jt^lCiAts ^ 

bat i <Dm^m>\&<D%mjjmo 

34 



WO 2004/015100 ^| PC|^^)03/010131 

(1) m$m-%-i tjst l T-oie^o^^y y i oifiiiia^j© i o#s©i 

Si^lt5G/A©#I 

(2) @a?IJ#-^-2^i-LT-a3»^(D^^bn^l(D^lB^J(D9 0#g<D 

(3) @B^JS-i-3^-rLT-aat^^^y>'3 0^SBB?ll0 8 If @Ol 

Si:^3(t5C/AO^I 

(4) BB^J##4^i-I KBL&^tf^n^E— * — ©1SE?«©5 7 2#i 
©Mtu*3lt5T/A©#I 

(5) E^J##5 l^fBAT ll^/n^;?- (Di&KIB?lJ?> 1 2 2 8# 
g tf>itt&C*5tt 5 G/ C 

14. T1E<£> (1) frh (5) i^i5i^feltftl5^< 
$S#I^t?LT-a, I KBL, XttBAT 1 atte^lSrJf £«&^A U L 
T-a, I KB L, XJiBAT lOte^tt^PJ.*-rS#1t^KO#^T-e^lffl 
J&&i#ilU ^A^^m^^-r^-i^^tf. LT-a, IKBL, X&B 

at i (Dm^mRmmm<Dx? y-^yxmo 

(2) MH^lJ#-^2^i-LT-Q ! it^O-r>'bo^lO^S@B^J^9 0#S© 
i& S *5 it 5 A / G <D #M 

(3) SB^J#^-3^'f-LT-a5t^(D^^y>'3 0SSia^JC>8 l#gOi£ 
S^*3lt<5C/A(7)#M 

(4) iH?y#-^4^-ri kb Lie^©/n^- (DMmnmo5 72S1 

(5) iB^'jf-^" 5 \zL7jk-f~ bat lit^o^n^e— <Dm.mmm<D 1 2 2 s# 

@ O&gi^tt -5 G/ C <D#M 

15. 4^|Sm^^^ y-^>-^&^«t i9#e>fb^>LT-a, IK 
BL. I«BATl(Di|?gttim 
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16. f&fELT-a, IKBL, XflBAT lt^i^OTlty ^ 

18. TIB 00 (1) frb (5) <fc 9ft5P^k3Sfc£;ft£4>&< £ t>— 

5r.fc«r£tN LT-o, I KB L, XfiB AT 1 ©<B9lBffiliW^ V - - ^ 

(1) SH^I##1 ^i-LT-a5t^<Dct^y^l (D&mm&KDl 0#g<Di& 
StC:}ofrt5G/A<£>#§J 

(2) |H^lJ#-§-2 ^-fLT-ajte^tf)^ >- >- 1 <Di&M£M<D 9 0#g<£> 
»*5lt5A/G(D#i 

(3) IB?IJ#^-3^-rLT-oiat^(D^dry^3(D^@B^J<D8 
11^1t5C/A©#I 

(4) 4 iC^i" I KB L3tl£^<D 37*13 ^e—^ — ©*S3£ga^J©5 7 2#| 
£>i&S^*5tt5T/A<D#M 

(5) lB^J#-^-5iC^-rBAT lit^O^n^E— (D^Sffi^J^ 1 2 2 8# 
g (D^S til :i3 5 G / C <E> #M 

1 9. ^tH^^Wi/^ h7yt>fia DfTfrjfaSlSfsfc^l 8^ia^^&o 

2 i. ittrlB*ffij&as t (HCASMC) -e*>5tt^2 

o Kmm.(D^m 0 
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22. Mu&mft^&ihmMjfa&mfr*- 1 (vcam-d x^e— 

2 3. y >-*h3->V-a (L T-a ) ©MXfiStt^|IJt5 i i ^^tf, 

2 4 . ?&m®imB&>bffi&mx~fo z> % §t^^ 2 3 ^mm<D^m 0 

2 5. y^h^^-a (L T- a ) ^^S^ft^V^ ^ if^2 3X 
(4 2 4 KmWL(Djj$x 0 

2 6. y^^h^->^-a (L T-a ) (D^Xi±m^^mir^mm^^} 

2 7. V ^frh^c^ls-a (L T-a) O^Xte^tt^^J^S^fC^ P 

2 8. M£l£lMt>f€££^£^5X;jS. MftKl&tt-Sy b^rv^^- 
a (LT-a) 2r =*- Ki" Sat^^^ft^r^-r^X©, Xtf^&SC©^ 

2 9. y^h^iX^-a (LT-a) y 

y h^r^^-a^^^gT^^^^W^^tt^S©^^^ UTI 

•tz m^EXh z> , m ^ 2 9 ^ia«c©^ 0 

3 1 . ^5ff^H^ VCAM— 1 % I CAM-lXiiE-tU^fytfe?), 

3 2. D^F^ri/y-a (LT-a) ^mftXf±?gtt^T^ % I KB L 
A^^?a*X^'i401i^P^Lfc^cOT^^,, i*«2 8Xtt2 9^fB« 
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SEQUENCE LISTING 
<110> RIKEN et al. 

<120> Method for judging inflammatory diseases 
<130> A31454A 
<160> 23 

<210> 1 

<211> 162 

<212> DNA 

<213> Homo sapiens 

<400> 1 



aggggctccg 


cacagcaggt gaggctctcc 


tgccccatct 


ccttgggctg cccgtgcttc 60 


gtgctttgga 


ctaccgccca gcagtgtcct 


gccctctgcc 


tgggcctcgg tccctcctgc 120 


acctgctgcc 


tggatccccg gcctgcctgg 


gcctgggcct 


tg 162 


<210> 2 








<211> 287 








<212> DNA 








<213> Homo 


sapiens 






<400> 2 








gtgggtttgg 


ttttggtttc cttctctgtc 


tctgactctc 


catctgtcag tctcattgtc 60 


tctgtcacac 


attctctgtt tctgccatga 


ttcctctctg 


ttcccttcct gtctctctct 120 


gtctccctct 


gctcaccttg gggtttctct 


gactgcatct 


tgtccccttc tctgtcgatc 180 


tctctctcgg 


gggtcggggg gtgctctctc 


ccagggcggg 


aggtctgtct tccgccgcgt 240 


gccccgcccc 


gctcactgtc tctctctctc 


tctctctttc 


tctgcag 287 



<210> 3 
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<211> 107 

<212> DNA 

<213> Homo sapiens 

<400> 3 

ggggctccct ggtgttggcc tcacaccttc agctgcccag actgcccgtc agcaccccaa 60 
gatgcatctt gcccacagca ccctcaaacc tgctgctcac ctcattg 107 

<210> 4 

<211> 634 

<212> DNA 

<213> Homo sapiens 

<400> 4 

caacctgtgt tgggaaaaga gcattctggg cttaattcta aactaactct ctacctttct 60 
ctctctctcc accatcccgc cccctcccct gcctcccgtt gttaacatct ccatcttttt 120 
ctacatattt ctcaagtcca aatttttgca tctcacttgc cccatcctac gatagtcttc 180 
ttccgtcttt tgtctgtatt ttttcttttt tttgatctgt ccctgttgtt gtcccactgt 240 
ggtttttgtt tttgttttcc atgtttaatg tgatttttat cctgtcttta tctcctctat 300 
tttctctgtc ttctcatctt ttcgtccatc actgaaccat ctcctctctc tgccaagtta 360 
gaggaggcgg gaaaaaacct ccaaataact ctcttttctc cctcccctcc cctcgcctcc 420 
ttttcctcgc ctccagtcca gtcttctggt ttcagacggc ccctttaatt taagttccct 480 
agtttcccct gggagatctg gccaagaact acccggtcgg ggcggaacga catccggtaa 540 
cgcccctcac agttcacttc cgtcctccac ctgcgtctct gcttgcgcca tttcctccag 600 
cctggagtgt ctccgccctt cccgcctccc gtct 634 



<210> 5 
<211> 1250 
<212> DNA 
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<213> Homo sapiens 
<400> 5 

tgagatatgt tgctttgctt cgcttctgtc aataagatga gaataacggt acctactcct 60 
tagtattaaa tgattaagta tgttaacagg gagagggcca aacgtttgtt gttttattac 120 
acagcaggac atcaggtctt acttttgtag ctccccatct caaagacggg gatagcaaat 180 
gtttcattca ggaaaaaaat ccaggttgaa caatggggct gttggggcgg ggccaagaac 240 
attctgctcg aattaacagt attaatgggc cgggcgcggt ggctcacgcc tgtaatccca 300 
gcactctggg aggccgaagt gggtggatca cctgaggtca tacatgggtg aagccccgtc 360 
tctactaaaa aaacaaaaat ttgctgggcg tggtggcggg cgcctgtaat cctagctact 420 
cgggaggctg aggcaggaga atcgcttgaa cccgggaagc agcggttgca gtgagccgag 480 
atcaggacat tgcactcccg cctgggcgac agggcgagac tctgtctcaa aacaaaaaca 540 
aaaacagtat taatggaatg tagtataacc ctcaagccct actattaaca cttggggccg 600 
aatccagacc ccgtcttccc gctcggattc agaacacctt cctgactcac tggccctagg 660 
gcatcagcta cctcggacag catccttttg ggaaaatacc gcccaccagc cccacgactg 720 
ggaaagagtc gggaaacacc cccgagcaat ccagttccct gagacttccc tcctccctcc 780 
cctcagctag ggcctgccgg ttcctagtgc gtgcccagca gtcctcaggt caccttcact 840 
accgggccaa ggaccccgtg ggaactcgca gccttcgcca cactcgttcc tcgcgcatcc 900 
atggaggggt gcctacagag aagacctgcg tggcaaaaac ctaaacgaag agatgagggg 960 
catggagagg agtaggataa gagaataaag ataacagtgg gggggagacg ttagtttcct 1020 
ttatatcttt tgttactggc ggtagcagtg aagttagaaa cggttttaaa acaaatttca 1080 
gacaggcatt ttccaaaggc aagcctggag cgcacggatc tgtataaccg cggaaggccc 1140 
tgtttccggt cccttgcgcc tgcgctcttg cagccaagaa ggcgggaggc tggagtagag 1200 
ggaagcctgc aaccggaagt gaaggcagat ttccctcctt cgtcgctgtt 1250 

<210> 6 
<211> 1386 
<212> DNA 
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<213> Homo sapiens 



<400> 6 



gccccatctc cttgggctgc ccgtgcttcg tgctttggac taccgcccag cagtgtcctg 60 
ccctctgcct gggcctcggt ccctcctgca cctgctgcct ggatccccgg cctgcctggg 120 
cctgggcctt ggttctcccc atgacaccac ctgaacgtct cttcctccca agggtgtgtg 180 
gcaccaccct acacctcctc cttctggggc tgctgctggt tctgctgcct ggggcccagg 240 
ggctccctgg tgttggcctc acaccttcag ctgcccagac tgcccgtcag caccccaaga 300 
tgcatcttgc ccacagcacc ctcaaacctg ctgctcacct cattggagac cccagcaagc 360 
agaactcact gctctggaga gcaaacacgg accgtgcctt cctccaggat ggtttctcct 420 
tgagcaacaa ttctctcctg .gtccccacca gtggcatcta cttcgtctac tcccaggtgg 480 
tcttctctgg gaaagcctac tctcccaagg ccacctcctc cccactctac ctggcccatg 540 
aggtccagct cttctcctcc cagtacccct tccatgtgcc tctcctcagc tcccagaaga 600 
tggtgtatcc agggctgcag gaaccctggc tgcactcgat gtaccacggg gctgcgttcc 660 
agctcaccca gggagaccag ctatccaccc acacagatgg catcccccac ctagtcctca 720 
gccctagtac tgtcttcttt ggagccttcg ctctgtagaa cttggaaaaa tccagaaaga 780 
aaaaataatt gatttcaaga ccttctcccc attctgcctc cattctgacc atttcagggg 840 
tcgtcaccac ctctcctttg gccattccaa cagctcaagt cttccctgat caagtcaccg 900 
gagctttcaa agaaggaatt ctaggcatcc caggggacca cacctccctg aaccatccct 960 
gatgtctgtc tggctgagga tttcaagcct gcctaggaat tcccagccca aagctgttgg 1020 
tctgtcccac cagctaggtg gggcctagat ccacacacag aggaagagca ggcacatgga 1080 
ggagcttggg ggatgactag aggcagggag gggactattt atgaaggcaa aaaaattaaa 1140 
ttatttattt atggaggatg gagagagggg aataatagaa gaacatccaa ggagaaacag 1200 
agacaggccc aagagatgaa gagtgagagg gcatgcgcac aaggctgacc aagagagaaa 1260 
gaagtaggca tgagggatca cagggcccca gaaggcaggg aaaggctctg aaagccagct 1320 
gccgaccaga gccccacacg gaggcatctg caccctcgat gaagcccaat aaacctcttt 1380 



tctctg 



1386 
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<210> 7 

<211> 1459 

<212> DNA 

<213> Homo sapiens 

<400> 7 

ccgagcttct taaacacagg ccttgggcta cggctctggg ggtacttggg ggggcggggg 60 
caggtctgat gagtaacccc tccccccagg ttccagagga agaagcctcc acatctgtct 120 
gccggcccaa gagttccatg gcctccactt cccgccgcca acgccgagaa cgtcgctttc 180 
gtcgttactt gtctgcagga cggctggtcc gggcccaggc cctcctccag cgacacccag 240 
gcctcgatgt agatgctggg cagcccccac cactgcaccg ggcctgtgcc cgccacgatg 300 
cccctgccct gtgcctgctg cttcggctcg gggctgaccc tgcccaccag gaccgccatg 360 
gggacacggc actgcatgct gctgcccgcc agggcccaga tgcctacacc gatttcttcc 420 
tcccgctgct aagccgctgt ccctctgcca tgggaataaa gaataaggat ggggagaccc 480 
ctggccaaat tttgggctgg ggacccccct gggattctgc tgaagaggag gaagaagatg 540 
atgcctccaa ggagcgggaa tggagacaga agctccaggg tgagctggag gacgagtggc 600 
aggaagtcat ggggaggttt gaaggtgatg cctcccatga aacccaggaa cctgagtcct 660 
tctcagcctg gtcagatcgc ctggcccggg aacatgccca gaagtgccag cagcagcagc 720 
gagaagcaga gggatcctgt cgacccccac gtgctgaggg ctccagccag agctggcgac 780 
acgaggagga ggagcagcgg ctcttcaggg agcgagcccg ggccaaggag gaagagctgc 840 
gtgagagccg agccaggagg gcgcaggagg ctctagggga ccgagaaccc aagccaacca 900 
gggccgggcc cagggaagag caccccagag gagcggggag gggcagcctc tggcgatttg 960 
gtgatgtgcc ctggccctgc cctgggggag gggacccaga ggccatggct gcagccctgg 1020 
tggccagggg cccccctttg gaggaacagg gggctctgag gaggtacttg agggtccagc 1080 
aggtccgctg gcaccctgac cgcttcctgc agcgattccg aagccagatt gagacctggg 1140 
agctgggccg tgtgatggga gcagtgacag ccctttctca ggccctgaat cgccatgcag 1200 
aggccctcaa gtgaccctag ggaagaagca agaaacttcg gggctgcagc ctcaggatga 1260 
ggcagaagga agggtaaggg aaaggatggg gaccacaagg aagagccagg tgctgctcag 1320 
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cagaggatat gggtgggagc gaaagttgta acaagtgggg gtggggggtg cgggccgcca 1380 
ccactgctcc ttgactctgc cgtttcctaa taagacctgg ttccacatct caaaaaaaaa 1440 



<210> 8 

<211> 1854 

<212> DNA 

<213> Homo sapiens 

<400> 8 

acaggcattt tccaaaggca agcctggagc gcacggatct gtataaccgc ggaaggccct 60 
gtttccggtc ccttgcgcct gcgctcttgc agccaagaag gcgggaggct ggagtagagg 120 
gaagcctgca accggaagtg aaggcagatt tccctccttc gtcgctgttg ctgccgccat 180 
acgcgctctc cctgtttagc tcttctgtta gaaatagtat ctttgttttc ctttgctgtt 240 
cctcaatccc ctactcttca ccccttgttt tcacctattt tgcgagaacc catccagatc 300 
ccccttccct tcttcccctg ccggcccagt tatggcagag aacgatgtgg acaatgagct 360 
cttggactat gaagatgatg aggtggagac agcagctggg ggagatgggg ctgaggcccc 420 
tgccaagaag gatgtcaagg gctcctatgt ctccatccac agctctggct ttcgtgactt 480 
cctgctcaag ccagagttgc tccgggccat tgtcgactgt ggctttgagc atccgtcaga 540 
agtccagcat gagtgcatcc ctcaggccat tctgggaatg gatgtcctgt gccaggccaa 600 
gtcgggcatg ggaaagacag cagtgtttgt cttggccaca ctgcaacagc tggagccagt 660 
tactgggcag gtgtctgtgc tggtgatgtg tcacactcgg gagttggctt ttcagatcag 720 
caaggaatat gagcgcttct ctaaatacat gcccaatgtc aaggttgctg ttttttttgg 780 
tggtctgtct atcaagaagg atgaagaggt gctgaagaag aactgcccgc atatcgtcgt 840 
ggggactcca ggccgtatcc tagccctggc tcgaaataag agcctcaacc tcaaacacat 900 
taaacacttt attttggatg aatgtgataa gatgcttgaa cagctcgaca tgcgtcggga 960 
tgtccaggaa atttttcgca tgacccccca cgagaagcag gtcatgatgt tcagtgctac 1020 
cttgagcaaa gagatccgtc cagtctgccg caagttcatg caagatccaa tggagatctt 1080 



aaaaaaaaaa aaaaaaaaa 



1459 
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cgtggatgat 


gagacgaagt 


tgacgctgca 


tgggttgcag 


cagtactacg 


tgaaactgaa 


1140 


ggacaacgag 


aagaaccgga 


agctctttga 


ccttctggat 


gtccttgagt 


tcaaccaggt 


1200 


ggtgatcttt 


gtgaagtctg 


tgcagcggtg 


cattgccttg 


gcccagctac 


tagtggagca 


1260 


gaacttccca 


gccattgcca 


tccaccgtgg 


gatgccccag 


gaggagaggc 


tttctcggta 


1320 


tcagcagttt 


aaagattttc 


aacgacgaat 


tcttgtggct 


accaacctat 


ttggccgagg 


1380 


catggacatc 


gagcgggtga 


acattgcttt 


taattatgac 


atgcctgagg 


attctgacac 


1440 


ctacctgcat 


cgggtggcca 


gagcaggccg 


gtttggcacc 


aagggcttgg 


ctatcacatt 


1500 


tgtgtccgat 


gagaatgatg 


ccaagatcct 


caatgatgtg 


caggatcgct 


ttgaggtcaa 


1560 


tattagtgag 


ctgcctgatg 


agatagacat 


ctcctcctac 


attgaacaga 


cacggtagaa 


1620 


gactcgccca 


ttttggaatg 


tgaccgtctg 


tccttcagga 


gaggacacca 


gggtgggggt 


1680 


gaaggagaca 


ctactgcccc 


cacccctgac 


agcccccacc 


ccatggcttc 


catcttttgc 


1740 


atcaccacca 


ctcctgaacc 


cccatttctg 


atttgtcaga 


attttttttt 


aacaaaacta 


1800 


aaaatgaaac 


acatgtgtct 


gtggtatcta 


aaaaaaaaaa 


aaaaaaaaaa 


aaaa 


1854 



<210> 9 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 9 

actcagccaa gggtgcagag 20 

<210> 10 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
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<220> 



<223> Description of Artificial Sequence: Synthetic DNA 



<400> 10 



cttcctcagg gattgagacc tc 



22 



<210> 11 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 11 

tccaaagcac gaagcacggg cagcccaagg agatggggca ggagagcctc acctgctgtg 60 
cggagcccct gggcccggac gctcaggtcc ctttatagag gaagcggcag tggcagcgtg 120 



<210> 12 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 12 

tccaaagcac gaagcacggg cagcccaagg agatggggca ggagagcctc acctgctgtg 60 
tggagcccct gggcccggac gctcaggtcc ctttatagag gaagcggcag tggcagcgtg 120 



g 



121 



g 



121 
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<210> 13 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 13 

agagaaaccc caaggtgagc agagggagac agagagagac aggaagggaa cagagaggaa 60 
tcatggcaga aacagagaat gtgtgacaga gacaatgaga ctgacagatg gagagtcaga 120 



<210> 14 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 14 

agagaaaccc caaggtgagc agagggagac agagagagac aggaagggaa cagagaggaa 60 
ccatggcaga aacagagaat gtgtgacaga gacaatgaga ctgacagatg gagagtcaga 120 



<210> 15 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 



g 



121 



g 



121 
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<223> Description of Artificial Sequence: Synthetic DNA 
<400> 15 

tcacaccttc agctgcccag actgcccgtc agcaccccaa gatgcatctt gcccacagca 60 
ccctcaaacc tgctgctcac ctcattggta aacatccacc tgacctccca gacatgtccc 120 
c 121 



<210> 16 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 16 

tcacaccttc agctgcccag actgcccgtc agcaccccaa gatgcatctt gcccacagca 60 
acctcaaacc tgctgctcac ctcattggta aacatccacc tgacctccca gacatgtccc 120 
c 121 



<210> 17 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 17 

tttaaggctc aggagcccag 20 
<210> 18 
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WO 2004/015100 
<211> 20 

<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 18 

tccctgttgt tgtcccactg 20 

<210> 19 
<211> 20 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 19 

atatcatgta cccggcagac 20 

<210> 20 
<211> 22 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 20 

tggtctcaca tcactgttac gc 22 
<210> 21 



11/13 



WO 2004/015100 PC^^003/010131 

<211> 19 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 21 

tcttcccgct cggattcag 19 



. <210> 22 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 22 

aagcttacct aaacagggag agcgcgtatg gcggcagcaa cagcgacgaa ggagggaaat 60 
gtgccttcac ttccggttgc aggcttccct ctactccagc ctcccgcctt cttggctgca 120 
a 121 



<210> 23 
<211> 121 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Description of Artificial Sequence: Synthetic DNA 
<400> 23 

aagcttacct aaacagggag agcgcgtatg gcggcagcaa cagcgacgaa ggagggaaat 60 

12/13 



WO 2004/015100 PCT^j^03/010131 

ctgccttcac ttccggttgc aggcttccct ctactccagc ctcccgcctt cttggctgca 120 
a 121 
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